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Systemic lupus erythematosus
in the elderly finally diagnosed
as VEXAS syndrome

Sirs,

The recently described VEXAS (Vacuoles,
El enzyme, X-linked, Autoinflammatory,
Somatic) syndrome is due to an acquired
inactivating mutation of the X-linked UBA1
gene (1). Clinically, it is characterised by a
combination of inflammatory and haema-
tological manifestations presenting in male
patients from the age of fifty years old,
typically with a treatment-refractory course
and high mortality rates (2, 3). Fever, skin
lesions, weight loss, lung involvement, ar-
thralgia/arthritis, relapsing polychondritis,
ocular symptoms, venous thrombosis and
lymphadenopathy have been commonly de-
scribed. VEXAS syndrome mimics inflam-
matory phenotypes such as relapsing poly-
chondritis, Sweet’s syndrome, polyarteritis
nodosa or giant cell arteritis (1). Herein, we
report a case of VEXAS syndrome mimick-
ing systemic lupus erythematosus (SLE).

A 78-year-old man with a long-standing
history of persistent thrombocytopenia and
leukopenia presented with pruritic erythe-
matous plaques on the face, upper trunk and
upper extremities, clinically and histopatho-
logically suggestive of lupus tumidus (Fig.
1A). Treatment with hydroxychloroquine
200 mg/day and topical clobetasol propion-
ate 0.05% ointment was initiated, with little
improvement. One year later, the patient pre-
sented with bilateral and symmetrical polyar-
thritis of the hands, feet, elbows and knees.
He denied febrile episodes, photosensitivity,
oral thrush, Raynaud’s phenomenon, dry
syndrome or oedemas. Laboratory workup
showed leukopenia (3,600/ul), lymphope-
nia (600/ul), thrombocytopenia (86,000/pl),
macrocytic anaemia (haemoglobin 10 g/dL;
MCYV 1004 fL) and an elevated erythrocyte
sedimentation rate (ESR) (80 mm/hr). Anti-
nuclear antibodies (ANA) were positive at a
titre of 1:160 with a homogeneous pattern.
Extractable nuclear antigen and anti-dsDNA
antibodies were negative and complement
levels were within the normal range. A di-
agnosis of late-onset SLE was made ac-
cording to the 2019 ACR/EULAR criteria.
Hydroxychloroquine dosage was increased
to 400 mg/day. Prednisone 0.5 mg/kg/day
was started and progressively decreased to
a maintenance dose of 5 mg/day. The patient
remained clinically stable for one year, but
during the following three years the polyar-
thritis reactivated and multiple types of skin
lesions appeared, which were consistent
with generalised urticarial vasculitis, neu-
trophilic dermatosis with pustular sterile le-
sions on the hands and feet (Fig. 1B-C), and
recurrent inflammatory nodules in the lower
extremities with a histopathological pattern
of septal panniculitis. In parallel, laboratory
tests got progressively worse (haemoglobin
8.7 g/dL; ESR 119 mm/hr, leukocytes 2,100/
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Fig. 1A. Lupus tumidus; B-C: neutrophilic dermatosis.

uL; lymphocytes 100/uL). Oral prednisone
was increased again to 30 mg/day. Multi-
ple treatments were attempted (methotrex-
ate, belimumab, rituximab, mycophenolate
mofetil) obtaining a partial response but
with none of them it was possible to reduce
the dose of prednisone below 15 mg/day.
Taking into account the age of the patient,
the refractoriness to multiple treatments and
the appearance of a biclonal IgG kappa and
lambda gammopathy on the proteinogram,
the possibility of VEXAS syndrome was
considered. Sequencing of UBA1 gene was
performed using genomic DNA from periph-
eral blood leukocytes, identifying the variant
¢.121A>C p.(Met41Leu). According to the
clinical manifestations and the laboratory
and histopathology results, a diagnosis of
VEXAS syndrome was finally made.

VEXAS syndrome presents with very het-
erogeneous and still not fully defined clini-
cal manifestations. The two large published
cohorts describe different phenotypes and
many of them overlap with classic inflam-
matory diseases such as relapsing poly-

chondritis, Sweet’s syndrome, polyarteritis
nodosa or giant cell arteritis (1,2). Isolated
cases of patients with other rheumatologi-
cal diagnoses such as erosive rheumatoid
arthritis or HLA-B27 spondyloarthritis re-
fractory to treatment finally diagnosed with
VEXAS syndrome have been described
(4, 5). To our knowledge, only one case of
SLE in the elderly finally diagnosed with
VEXAS syndrome has been described. Both
patients share joint, cutaneous and haemato-
logical dominance, ANA positivity, meet the
2019 ACR/EULAR criteria for SLE, were
refractory to multiple treatments and have
the same UBA1 gene mutation (c.121A>C
p-(Met41Leu)) (6).

The different phenotypes described in VEX-
AS syndrome make us reflect. Some patients
behave as if they had VEXAS syndrome
from the onset of symptoms (typically el-
derly patients presenting with inflammatory
and haematological manifestations that are
highly refractory to treatments), but others
make us doubt whether they are patients
with a previous rheumatic disease who, at a
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given moment, suffer the mutation and de-
velop another inflammatory syndrome. Case
reports like the present one will help to bet-
ter understand the pathophysiology of this
complex disease.
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